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Current understanding of the pathogenesis of chronic obstructive pulmonary disease (COPD), a
source of substantial morbidity and mortality in the United States, suggests that chronic inflammation
leads to the airways obstruction and parenchymal destruction that characterize this condition.
Environmental factors, especially tobacco smoke exposure, are known to accelerate longitudinal
decline of lung function, and there is substantial evidence that upregulation of inflammatory
pathways plays a vital role in this process. Genetic regulation of both inflammatory responses and
anti-inflammatory protective mechanisms likely underlies the heritability of COPD observed in family
studies. In alpha-1 protease inhibitor deficiency, the only genetic disorder known to cause COPD,
lack of inhibition of elastase activity, results in the parenchymal destruction of emphysema. Other
genetic polymorphisms have been hypothesized to alter the risk of COPD but have not been
established as causes of this condition. It is likely that multiple genetic factors interacting with each
other and with a number of environmental agents will be found to result in the development of
COPD. Key words: air pollution, alpha-1 antitrypsin, environment, genetics, lung disease, obstructive,
occupational diseases. - Environ Health Perspect 1 08(suppl 4):733-742 (2000).
http.//ehpnet 1.niehs. nih.gov/docs/2000/suppl-4/733-742walter/abstract. html

Tobacco smoking and occupational dust
exposure are environmental risk factors for
the development of chronic obstructive pul-
monary disease (COPD). Only a minority of
exposed persons, however, develops disabling
COPD; this does not appear related only to
cumulative exposure. At least one genetic dis-
order, homozygous alpha-i protease inhibitor
(API) deficiency, is known to cause COPD;
recent reports suggest that other genetic fac-
tors may also predispose to this condition.
These observations suggest genetically deter-
mined characteristics, particularly those influ-
encing the modulation of inflammatory
injury, likely interact with environmental fac-
tors in the pathogenesis of COPD. The envi-
ronmental and genetic risk factors for
COPD, and the interaction between them,
are the focus of this review.

Definition and Pathophysiology
of COPD
Chronic obstructive pulmonary disease affects
more than 10% of the U.S. adult population
(1,2). It is the fourth leading cause of death in
the United States, accounting for over
100,000 deaths per year, and it is the second
leading diagnosis for Social Security disability
payment recipients (3). COPD can be defined
as chronic and mostly irreversible airflow limi-
tation; conditions such as obstructing lesions
of the central airways and bronchiectasis or
cystic fibrosis are specifically excluded (4).
Chronic bronchitis, defined as chronic
mucous hypersecretion leading to productive
cough (4), often coexists with chronic airflow
obstruction and is generally considered part of
the spectrum ofCOPD. Most of the morbidity

and mortality caused by COPD, however,
results from the chronic airflow obstruction
and associated gas exchange and hemody-
namic abnormalities rather than from the
mucous hypersecretion (5,6). The primarily
irreversible airflow limitation of COPD dis-
tinguishes it from asthma, which is character-
ized, at least in its early stages, by variable and
largely reversible airflow limitation.

The defining physiologic characteristic of
COPD is airflow obstruction on spirometry,
i.e., a reduction in both FEV1 (the forced
expiratory volume in 1 sec) and the
FEV1/FVC (forced vital capacity) ratio. The
airflow obstruction develops gradually and
progressively over many years (7). The even-
tual development of disabling COPD may
result both from processes affecting lung
growth and development in early life and
from processes affecting longitudinal pul-
monary function decline in adulthood (8,9).
As the chronic airflow obstruction of COPD
progresses, it may be accompanied by hyper-
inflation of the chest (physiologically mea-
sured as an increased total lung capacity) due
to both gas trapping (physiologically mea-
sured as an increased residual volume) and
loss of elastic recoil. These changes may even-
tually put the muscles of respiration at a
mechanical disadvantage, with the resultant
respiratory muscle dysfunction further wors-
ening dyspnea, the cardinal symptom of
COPD, and compromising functional status.
Progressive worsening of ventilatory function
ultimately leads to impaired gas exchange,
with resultant hypoxemia and hypercapnia.

The histopathologic changes underlying
the chronic airflow obstruction of COPD

include both pulmonary emphysema and
inflammatory disease of the small airways
(10). Emphysema is defined as abnormal
enlargement of the alveolar airspaces caused
by the destruction of the alveolar walls. This
parenchymal destruction results in the reduc-
tion in alveolar attachments tethering open
the bronchioles and the obliteration of func-
tional alveolar-capillary units for gas
exchange. In addition to emphysema, lung
tissue from patients with COPD shows
inflammation of the small airways (i.e., the
bronchi with a diameter less than 2 mm and
the bronchioles), with increased numbers of
macrophages and neutrophils, goblet cell
metaplasia, mucus plugging, and fibrosis.
The loss of radial traction on the peripheral
airways, due to the destruction of alveolar
attachments, and the thickened bronchial
walls, due to bronchiolitis, result in reduc-
tion in the radius of the airways and a conse-
quent increase in airways resistance. There
has been controversy about the relative con-
tributions of parenchymal and airways dis-
ease to the airflow obstruction of COPD
(11,12), although these two abnormalities
are not independent inasmuch as the degree
of small airways disease has been associated
with the loss of alveolar attachment (13,14).
Although it seems clear that emphysema is
often the major histopathologic abnormality
for patients with severe COPD, small airways
disease probably makes an important contri-
bution and may be the major pathologic
abnormality in some patients.

The cellular and molecular mechanisms
involved in the development of the airflow
obstruction of COPD are not fully under-
stood, and substantial heterogeneity in the
pathogenesis of COPD likely exists. A
model for understanding the development of
this disease has emerged, however, from
investigations of the major environmental
risk factor for COPD (tobacco smoking)
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and of the most clearly understood genetic
risk factor (API deficiency). In this model of
COPD pathogenesis, the maintenance of
healthy lung structure and function depends
on the ability of homeostatic mechanisms to
protect the airways and lung parenchyma
from both environmental insults and the
inflammatory responses to these insults (10).
Chronic airflow obstruction can develop
because of a high degree of chronic inflam-
mation or other injurious process, a defi-
ciency in protective mechanisms, or both.
Lung antiproteases, which modulate prote-
olytic enzymes released by inflammatory
cells and thereby prevent damage at sites of
inflammatory response, appear to be crucial
in this balance (10,15), as discussed below.
Antioxidants and other less well understood
protective mechanisms may also be important
in preserving normal lung function in the
face of a lifetime of exposure to potentially
injurious environmental factors.

Environmental Risk Factors
A variety of environmental factors have been
associated, both positively and negatively,
with changes in lung function (Table 1).
Myriad exposures, including workplace,
atmospheric, domestic, dietary, and others,
play putative roles in altering lung function.
Those exposures, and the hypothesized mech-
anisms through which they impact lung func-
tion, are reviewed below.

Tobacco smoking is the best-documented
environmental cause of chronic airflow
obstruction and is implicated in more than

Table 1. Environmental factors influencing the risk of
COPD.

Agent Established Suspected
Tobacco Active smoking Environmental

Biologic Grain
dusts

Inorganic Silica (gold and
dusts coal mining)

Fumes,
gases

Pollution

Dietary
factors

tobacco smoke
Cotton
Cork/wood/paper
Chalk
Talc
Metal
Chlorine
SO2
H2S, styrene, polyvinyl
chloride/methyl

Methacrylate
Particulate

NO2
S02
03
Biologic cooking fuels

Antioxidant vitamins,
especially A, C, E
(appear to be protective)

Linoleic acid
Fish oils (appear to be
protective)

Ethanol (effect mixed)

90% of COPD cases (16). In cross-sectional
surveys, smoking history is strongly associated
with chronic respiratory symptoms, diagnosed
chronic bronchitis and emphysema, and
obstructive pulmonary function abnormalities
(9). Cohort studies have revealed that adult
smokers experience faster longitudinal pul-
monary function decline than nonsmokers
(7,17) and that this accelerated decline returns
to the normal rate of aging-related decline fol-
lowing smoking cessation (9,18), even if the
cessation is intermittent (19). In addition,
smoking has an adverse impact on lung func-
tion and growth and on the peak pulmonary
function attained among those who take up
the habit early. Smoking teenagers experience
a reduced rate of lung function growth, and
young adult smokers experience an earlier
onset of pulmonary function decline from the
plateau of maximal function achieved in the
third decade of life (20).

The mechanisms by which tobacco smok-
ing causes COPD have been the subject of
considerable investigation. Substantial evi-
dence suggests the accelerated decline of lung
function in cigarette smokers results from
smoke-induced inflammatory processes.
Inflammation begins with an increased num-
bers of macrophages in the first- and second-
generation respiratory bronchioles, where
centrilobular emphysema begins (21).
Ultimately, it extends throughout the
bronchial tree, with the macrophage predomi-
nance of the smallest airways changing to lym-
phocyte predominance in medium and large
airways (22-25). The lungs of cigarette smok-
ers (26-29), as well as the peripheral blood,
contain markedly elevated numbers of neu-
trophils, and blood leukocyte count correlates
with the level and rate of dedine of FEV, and
FVC after adjustment for smoking status
(30,31). Centrilobular emphysema and small
airway disease, both ofwhich are important in
the pathophysiology of airflow obstruction
(32), appear to be the result of small airways
inflammation.

Neutrophils and macrophages produce,
respectively, human neutrophil elastase
(HNE) and metalloelastases; these proteolytic
enzymes have been implicated in the
parenchymal destruction that results in
emphysema. Individuals with severe deficiency
of API, the major inhibitor of HNE activity,
experience premature development of emphy-
sema (10), as discussed in more detail below.
Elastase (33,34) and elastase-API complexes
(35) are found in higher concentrations in the
bronchoalveolar lavage fluid of smokers.
The plasma of COPD patients contains ele-
vated levels of elastin-derived peptides com-
pared with that of nonsmokers (36,37).
Intratracheal instillation of proteases with
elastolytic activity provides an animal model
for emphysema (38). Proteases and protease

inhibitors may also play a role in the patho-
genesis of small airway disease. In addition to
the degradation of airway elastin, HNE and
API have, respectively, pro- and anti-inflam-
matory effects (39,40). Increased elastin
degradation has been observed in smokers
with rapid decline in lung function, an effect
seen equally in subjects with predominantly
emphysema and those with predominantly
airway disease (41).

Oxidative injury may also play an impor-
tant role in the pathogenesis of COPD (42).
Such injury, resulting from an imbalance
between free radicals and protective mecha-
nisms, can alter the protein conformation of
protease inhibitors and reparative enzymes,
injure cell membranes, and result in mutage-
nesis. Free radicals appear in the lung by
inhalation from the environment or by release
from inflammatory cells. Tobacco smoke
contains a heavy oxidative burden for the
lungs, both in the gas phase and in the tar
components (43), and causes a transient
decline in the antioxidant capacity 1 hr after
smoking a single cigarette (44,45). Both cur-
rent smoking and COPD exacerbations are
associated with increased levels of markers of
oxidative stress and decreased levels of serum
antioxidants (44,45). Depletion of the buffer
against free radicals, either as a result of a
heavy free radical burden or of a decreased
antioxidant capacity, may alter the
protease/antiprotease balance by inactivation
of antiproteases (46), thereby contributing to
the pathogenesis ofCOPD.

Passive exposure to environmental
tobacco smoke (ETS) has been hypothesized
to be a risk factor for the development of
COPD, but this question has not been
answered with certainty. Dose-response
curves in smokers, measured in terms of
pack-years and reduction in FEV1, suggest
that the estimated ETS exposure of non-
smokers living and working with smokers
may be sufficient to contribute to the devel-
opment of airflow limitation (47). The com-
position of unfiltered sidestream tobacco
smoke differs in component concentrations
from that of smoke inhaled directly during
active smoking, as it contains higher concen-
trations of some toxins (43,47). Studies of
airflow obstruction and ETS in adults are
complicated by the difficulties of assessing
lifetime cumulative ETS exposure, account-
ing for other respiratory irritants, and ascer-
taining any active smoking in the past.
Evidence definitively linking ETS exposure to
chronic airflow obstruction in adults is lack-
ing because of methodologic difficulties with
existing studies (47,48). There is a consensus,
however, that passive exposure is associated
with reduced pulmonary function in
children. A longitudinal study by Tager et al.
(49) demonstrated a 10.7% reduction in

Environmental Health Perspectives * Vol 108, Supplement 4 * August 2000734



HOST-ENVIRONMENTAL INTERACTION IN COPD

FEV, among children with a parent that
smoked compared to children of a non-
smoker. It has been estimated that ETS expo-
sure in childhood results in a 0.5%
FEV1/year decrease in growth of FEV1 (50).
This reduction of maximally attained func-
tion is hypothesized to predispose to impair-
ment of pulmonary function in later life (51).

Occupational exposure to biologic dusts
has been established as a risk factor for
COPD (52). Grain dust exposure has been
linked to chronic airflow obstruction in both
cross-sectional (53-59) and longitudinal
(60,61) studies, an association that appears to
be independent of the effects of tobacco
smoking. The chronic airflow obstruction
caused by grain dust exposure does not
appear to be associated with either airway
hyperreactivity or allergy to grain constituents
(62-64). Cotton dust exposure in the work-
place has been reported to be associated with
accelerated longitudinal lung function decline
(65), but not all studies confirm these find-
ings (66). Although acute byssinosis of cotton
dust appears to be caused by the stimulation
of endotoxin-mediated inflammatory mecha-
nisms, it is not clear that endotoxin is respon-
sible for the chronic airflow obstruction
caused by long-term cotton dust exposure.
The longest cohort study of cotton workers
demonstrated an excess longitudinal decline
of FEVI, compared to silk workers, most pro-
nounced in the early years of exposure; loss of
pulmonary function was independent of esti-
mated exposure to inhaled endotoxin (65).
Other workplace biologic dusts implicated in
the development of chronic airflow obstruc-
tion include cork (67), wood (68), sugar (69),
and paper dusts (70).

Exposure to certain inorganic dusts in
mining and other occupations has also been
shown to be a risk factor for the development
of chronic airflow obstruction independent of
smoking and pneumoconiosis (71-73). A
meta-analysis (74) of studies of coal and gold
miners demonstrated that airflow obstruction
was common, more so in gold miners than
coal miners. Silica has been implicated in the
development of airflow obstruction (75) and
the difference between gold miners and coal
miners may be the result of higher silica expo-
sure in the former group. Occupational chalk
dust (69) and talc (76) exposure have also
been reported to be associated with chronic
airflow obstruction.

Although the mechanisms by which
biologic and inorganic dusts lead to chronic
airflow obstruction are not fully understood,
many of the same mechanisms underlying the
development of airflow obstruction from
tobacco exposure may be involved. Particle
deposition in the small airways may induce
inflammatory responses, which lead to chronic
airway changes as well as the development of

centrilobular emphysema, as described above
in relation to tobacco smoke. Dust-exposed
groups have been noted to have goblet cell
metaplasia and fibrosis of the membranous
bronchioles beyond that seen in smokers (77).
These changes were not seen in other portions
of the bronchial tree.

Occupational exposure to chemical fumes
and gases has also been linked to chronic air-
flow obstruction. Metal fumes, a product of
metal working in a variety of industries, are
associated with impairment of lung function.
Welders and those exposed to metal fumes
have been noted to have a lower FEV,
(78-82), and the duration of exposure is sig-
nificantly related to the reduction of lung
function (82). Indirect measures of metal
buildup in the lungs correlate with the sever-
ity of lung function impairment (78).

Chlorine in various forms is used in many
industries and frequently appears with other
irritant gases. Pulp and paper mill workers,
frequently exposed to chlorine and SO2 gases,
have been reported to have a high prevalence
of chronic airflow obstruction (70,79,83,84).
The degree of airflow limitation is directly
related to the degree of exposure, and there is
at least an additive effect of smoking (84,85).
Chlorine bleach, which frequently induces res-
piratory symptoms, has also been associated
with a decline in lung function (70), even
with minimal history of tobacco use (84).

Chronic airflow obstruction has also been
reported in association with long-term expo-
sure to H2S (86), styrene and methyl
methacrylate (87), and polyvinyl chloride
(88). Fiberglass and modern insulation mate-
rials have inconsistent impact on airflow
(80,89). For these various gases and fumes
encountered in the workplace, the molecular
and cellular mechanisms leading to chronic
airflow obstruction remain uncertain,
although direct chemical injury to the airway
epithelium may be the initial event in the
pathogenesis of airflow obstruction.

Outdoor air pollution is a hypothesized
but unproven risk factor for the development
of COPD (90). Although the relative inde-
pendent contribution of individual pollutants
remains uncertain (91), studies of the acute
effects of air pollution suggest that episodic
increases in particulate matter (92-95), NO2
(95,96), SO2 (95,97,98), and ozone
(92,94-96,99, 100) may cause increased respi-
ratory symptoms and hospitalizations among
persons with COPD. Less is known about the
long-term effects of air pollution on pul-
monary function. Although some cross-
sectional studies have revealed lower mean
pulmonary function levels and a higher
prevalence of airflow obstruction among
adults living in more polluted communities
(101-105), other studies revealed no such
differences between communities (106,107).

Studies of air pollution and lung function in
children revealed lower levels of lung function
(108) in children living in communities with
higher levels of NO2, 03-, and particulate
matter. The relation between lung function
and SO2 in children is less clear (108). Living
in close proximity to a major point source of
industrial emissions has been reported to be a
risk factor for pulmonary functional impair-
ment among children (109).

Cohort studies suggest that the rate of
longitudinal lung function decline in adults is
related to ambient air pollution levels (105).
These studies, however, must be interpreted
with caution because of potential imprecision
in estimating pollution exposure as well as
possible confounding factors. The quantita-
tive impact of particular pollutants on pul-
monary function is not fully understood, but
dose-response relationships have been
demonstrated in several studies (103,110),
further suggesting an impact of air pollution
on long-term lung function.

The combustion of heating and cooking
fuels in indoor environments leads to the pol-
lution of indoor air with respirable particles,
nitrogen dioxide, and other pollutants.
Although the contribution of these indoor
pollutants to the risk of developing COPD is
difficult to quantitate, several studies suggest
a relation between indoor fuel combustion
practices and COPD risk (111-115).
Exposure to indoor air pollution caused by
fuel combustion is greater in poorer nations,
and the potential health impact may vary
accordingly.

The environment is not always inhos-
pitable; some factors may help preserve pul-
monary function and prevent COPD. The
role of diet in the pathogenesis of lung disease
is not clear, but as our understanding of the
pathogenesis of COPD evolves, the potential
role of diet increases. Antioxidant vitamins
(including C and E) may provide a protective
benefit, but the evidence remains controversial
(116,117). Vitamin E treatment of children of
smokers reduced the susceptibility to red blood
cell peroxidation in vitro (118). Certain fatty
acids that affect arachidonic acid metabolism,
such as linoleic acid, may worsen pulmonary
function (119), whereas intake of others (such
as fish oils) may be protective (120,121), but
the effects of these dietary factors were modest.
Investigations into the effects of ethanol have
demonstrated mixed results. Cross-sectional
analysis of an ongoing cohort study demon-
strated no difference between the pulmonary
function of heavy drinkers once adjustments
were made for confounding factors (122).
Others have found a small protective effect
(123), even with moderate alcohol consump-
tion (119). Any impact of alcohol on airflow
obstruction, once adjusted for smoking status,
is likely to be modest.
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Vitamin A and its derivatives represent an
especially promising venue of research.
Massaro and Massaro (124) observed that
rodents with elastase-induced emphysema
treated with vitamin A derivatives had reversal
of the injury pattern, nearly normalizing all
measured indices of emphysema. In humans,
a small study noted that COPD patients had
low vitamin A status, independent of smok-
ing, and that treatment with vitamin A
reversed airways obstruction (125). Further
study of the effects of vitamin A derivatives on
pulmonary emphysema is ongoing.

Because inflammation plays a key role in
the pathogenesis of COPD, it is possible that
chronic or recurrent infections during adult-
hood result in the development or progres-
sion of this condition. This hypothesis, which
was advanced by British investigators in the
1960s and came to be known as the "British
hypothesis," has not been supported by epi-
demiologic investigations (126). Published
data do suggest that viral lower respiratory
infections during childhood may predispose
to impairment of pulmonary function in later
life, possibly thereby increasing the risk of
COPD (127).

Genetic Factors
A number of studies demonstrate a strong
familial correlation of pulmonary function
measurements (128-137). The degree of cor-
relation of FEV, or FVC, adjusted for age,
smoking habits, and body habitus, has been
reported to be in the range of 0.1 1-0.40 for
relatives with 50% genetic identity, with val-
ues typically between 0.20 and 0.25
(132-137). Using path analysis to estimate
the relative contributions of environmental
and genetic factors in determining level of
lung function, two groups concluded that
42-45% of FEV, variability was due to heri-
table factors (129,134). These heritability
estimates are consistent with the finding of
Redline et al. (132) that the correlation of
FEV1 was 0.71 among 252 adult mono-
zygotic twins. Two studies that used segrega-
tion analysis revealed a pattern of familial
correlation of pulmonary function consistent
with a polygenic, rather than a single major
Mendelian gene, mode of transmission; these
models, however, could not exclude familial
environmental rather than genetic factors
(135,136). Rybicki et al. (133) examined 85
COPD families and 56 non-COPD families
for evidence of Mendelian transmission in the
expression of FEVI, and found evidence of a
co-dominant major gene among the COPD
families but not among non-COPD families.
Although these studies suggest a role for
genetic factors in determining airflow, most
describe lung function in generally healthy
subjects, and their relevance to clinical
COPD is uncertain.

Several studies have provided direct
evidence of familial clustering of COPD
(138-141). These studies observed a higher
prevalence of COPD among relatives of
COPD patients than among relatives of con-
trol subjects without lung disease. Among
smoking siblings of COPD patients, the rela-
tive risk of chronic airflow obstruction was in
the range of 2 (139) to 4 (140) compared to
smokers without a family history of COPD.
Thus, multiple studies in diverse populations
consistently have shown strong evidence for
heritability of lung function and familial
aggregation of COPD after adjustment for
smoking status, and it appears likely that
multiple genes are involved.

API deficiency is the only known genetic
disorder unequivocally implicated as a cause
of emphysema, although only a small propor-
tion of COPD cases can be attributed to this
condition. API, an antiprotease that inhibits
the activity of neutrophil elastase and other
proteolytic enzymes, is a serum protein pri-
marily synthesized in the liver, mononuclear
phagocytes, neutrophils, bowel, and kidney
(142,143). The gene encoding API, located
on chromosomal segment 14q32.1, is highly
pleomorphic, and over 75 distinct alleles have
been described (144. The Pi-M allele and its
subtypes are the most common, with a gene
frequency of approximately 900 in 1,000;
persons with Pi-MM genotype have normal
serum levels of normally functioning API.
The Pi-Z allele has a point mutation in
exon V that impairs secretion of synthesized
API protein (144), and Pi-ZZ homozygotes
have extremely low serum levels of normally
functioning API. The Pi-ZZ genotype is the
most common genotype among persons with
severe API deficiency. The Pi-S allele is asso-
ciated with reduced serum levels of API but
to a lesser extent than Pi-Z, and persons with
the Pi-SS genotype have serum API levels
intermediate between those of persons with
Pi-MM and Pi-ZZ. Nonexpressing null alle-
les are associated with the absence ofAPI syn-
thesis, and the Pi-null null and Pi-Z null
genotypes are also associated with severe API
deficiency. The API phenotype, assessed by
the distinct electrophoretic patterns associated
with different alleles, is often used as a
surrogate for genotype.

Persons with severe API deficiency (usu-
ally Pi-ZZ, rarely Pi-Z null or Pi-null null)
often develop severe emphysema at a rela-
tively early age, and this is the major cause of
morbidity and mortality in this condition
(145). Pulmonary development and growth
in early life appear normal, and lung function
remains in the normal range in adolescence
and the beginning of young adulthood. Early
in adulthood, persons with severe API defi-
ciency begin to develop emphysema due to
lack of inhibition of lung connective tissue

degradation by neutrophil elastase and other
proteases. Even among never smokers, longi-
tudinal studies demonstrate excessive loss
(47-86 mL/year) of FEV1 (146) compared
to historical controls (20-30 mL/year). As
discussed in detail later, emphysema develops
even more quickly in smokers with API defi-
ciency. The emphysema associated with API
deficiency has a pan-acinar pathologic pat-
tern, a feature distinguishing it from the cen-
trilobular pattern typical of smoking-induced
emphysema absent API deficiency (147).
Emphysema, when present in severe API
deficiency (Pi-Z), includes the lung bases in
the overwhelming majority of cases (142)
and has been suggested as a distinctive fea-
ture of this disorder.

Fewer than 1 in 1,600 U.S. Caucasians
and even fewer non-Caucasians are esti-
mated to have the Pi-ZZ genotype, so only a
small minority of cases of COPD can be
attributed to severe API deficiency related to
this genotype. There is continuing contro-
versy about the possibility that milder
degrees of API deficiency, such as that asso-
ciated with the Pi-MZ genotype, may be
associated with increased risk of developing
chronic airflow obstruction. A number of
early studies suggested that the Pi-MZ geno-
type occurs in greater than expected fre-
quency among patients with emphysema
(148-152). A post mortem study found that
emphysema was more prevalent than
expected among those with mild API defi-
ciency (153). Some of these early studies,
however, inferred the API genotype from
serum API levels, which may have resulted
in misclassification of Pi-MZ and Pi-MM
patients (154). Case-control studies, as sum-
marized by Sandford et al. (155) have sug-
gested a 2- to 4-fold increased odds of
COPD in Pi-MZ heterozygotes.

In contrast to these case-control studies,
population-based studies have generally indi-
cated little association between the Pi-MZ
phenotype and impairment of pulmonary
function when controlling for smoking status.
Cross-sectional analysis of 143 Pi-MZ sub-
jects showed similar pulmonary function
(spirometry, diffusion, and lung volumes)
compared to matched controls (154). A
3-year longitudinal study of Pi-MZ patients
did not demonstrate excess decline of FEV,
or FVC when compared to controls matched
for age, sex, height, race, and tobacco use
(143). These studies, however, are not with-
out limitations and it has been proposed that
Pi-MZ patients self-select away from expo-
sures that would result in impaired pul-
monary physiology (156). Other studies have
revealed subtle abnormalities of pulmonary
function in association with the Pi-MZ geno-
type, including alterations in pressure/volume
curves (157).
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Even among persons with normal baseline
serum levels of API, genetic variation impair-
ing the upregulation ofAPI during stress may
confer increased susceptibility to COPD. In
one study, a polymorphism in the 3' flanking
region of the API gene has been reported to
be present in 17% of patients with COPD
but in only 5% of the general population of
the United Kingdom (158). Although it is
not associated with abnormal API serum level
or function, it has been suggested that this
polymorphism lies within an enhancer
sequence and may impair the acute phase
increase in API expression (158,159).

Much less is known about the possible
role of other protease inhibitor genes in the
pathogenesis of COPD. The protease
inhibitor aI-antichymotrypsin (ACT) is the
major physiologic inhibitor of cathepsin G, an
elastolytic protease produced by neutrophils,
and has been observed to be protective against
pancreatitis-induced lung injury in rats (160).
The gene encoding ACT is located on chro-
mosome 14, in close proximity to the API
gene (161). Two mutations of the ACT gene
were identified in a screening study of 200
COPD patients of German extraction and
were associated in heterozygotes with a reduc-
tion in serum ACT activity to 62-75% of
normal (162,163). These mutations were pre-
sent in 1.5 and 4%, respectively, of patients
with COPD but in none of 100 control sub-
jects. This association of COPD and ACT
mutations was not duplicated in other trials
(164). X2-Macroglobulin is a serum nonspe-
cific antiprotease that appears in the sputum
during infections (165). Genetic variation in
the ACT structure has been associated with
premature lung disease (166,167), but these
findings have not been consistently replicated
and the role of a2-macroglobulin in lung dis-
ease remains unclear (168). Other antipro-
teases, including serum leukoprotease
inhibitor and elafin, have been proposed as
playing a role in COPD pathogenesis (169),
but their importance in the development of
COPD remains speculative.

The hypothesis that an imbalance
between protease and antiprotease activity
plays a key role in COPD pathogenesis sug-
gests that genetically determined variations of
protease expression could predispose to or
protect from COPD. A knockout mouse
lacking macrophage metalloelastases does not
develop emphysema in response to tobacco
smoke exposure as do its wild-type counter-
parts (170). Conversely, a transgenic rat
expressing human collagenase has been
observed spontaneously to develop emphy-
sema (171). Patients with emphysema have
increased levels of collagenase (MMP-1) and
gelatinase-B (MMP-9), and have alveolar
macrophages that express more MMP-9 and
MMP-1 compared to controls (172). Other

proteases of potential importance in the
pathogenesis of COPD include other matrix
metalloproteinases and lysosomal cathepsins;
there are no data, however, to indicate that
genetics controlling the levels of these pro-
teases differ between emphysema patients and
controls. Additionally, there are no human
data linking mutations of the genes encoding
these proteases to the development ofCOPD.

Other immunologic factors have been
reported to be associated with COPD. One
study of human leukocyte antigen expression
found a greater prevalence of Bw16 antigen
and a lower prevalence of B7 antigen in per-
sons with COPD than in healthy controls
(173), although these findings have not been
reproduced. Various immunoglobulin defi-
ciencies of IgG subtypes and IgA have been
described in association with COPD
(174-178). Vitamin D binding protein is a
multifunctional protein that, in addition to
binding vitamin D, enhances the effects of
chemotactic factors (179-182). Isoforms of
the protein have been found with decreased
(140) or increased frequency (183,184) in
COPD patients, although the results have
been inconsistent (173).
A variety of other mediators of inflamma-

tion may play a role in the pathogenesis of
COPD, though the understanding of their
contributions remains in its infancy. The role
of lymphocyte response, and mediators
thereof, are under investigation. Lymphocytes
appear to respond through TH-1 (185)
mechanisms, and work on describing the
mediators of this response has begun
(186,187). Variation in certain mediators of
inflammation, including tumor necrosis fac-
tor alpha and interleukin (IL)-8 (188), have
also been found in COPD subpopulations,
and IL-4 receptor blockade has been associ-
ated with a reduction in neutrophil survival
(189). A positive association between pul-
monary surfactant and airways diameter has
been described; surfactant proteins were
observed to inhibit pulmonary inflammation
(190). Production of particular surfactant
proteins is inhibited by tobacco smoking
(191). Linking of these observations in the
pathogenesis ofCOPD has yet to be reported
As genetic polymorphisms influencing expres-
sion or function of these and other compo-
nents of the inflammatory cascade are
discovered, their possible roles in the differen-
tial sensitivities to the development ofCOPD
will be better understood.

An association between the presence of
blood type A and COPD has been reported
(192-194), but others have failed to confirm
this relationship (195,196). Many but not all
people secrete the ABO blood group antigen
into the upper and lower respiratory tract, and
secretor status has inconsistently been associ-
ated with airflow limitation (168,169,197).

Lewis blood group and Lewis antigen secretor
status have also been reported to be associated
with airflow limitation (198,199). In the
absence of a consistent association with
COPD, or a clear biologic rationale for such
an association, the roles, if any, of blood anti-
gen specificity and secretor status in the
pathogenesis ofCOPD remain uncertain.

Genetic factors likely affect susceptibility
to oxidative injury. Metabolic processes that
are upregulated in response to proinflamma-
tory stimulants (including electron transport
in the mitochondria, enzymatic activity such
as cyclooxygenase, and phagocytic activity in
the white blood cells) generate part of the
oxidative burden to the lung. Oxidants, as
discussed above, may then damage the air-
ways, resulting in chronic airflow obstruction.
Lower levels of antioxidants have been corre-
lated with airflow obstruction (200). Urinary
excretion of isoprostane2.III, a purported sta-
ble marker of oxidative stress, is increased in
COPD patients (201). Microsomal epoxide
hydrolase (mEPHX), which detoxifies epox-
ides directly, has four described alleles.
Weakened defenses to oxidative stress may
occur through isomeric variation; Smith and
Harrison (202) described a higher frequency
of slow mEPHX enzyme among COPD
patients that may expose the lungs to unscav-
enged free radicals. Oxidative balance has
thus been implicated in the pathogenesis of
COPD, but the role of the host in generating
oxidative stress and balancing protective
mechanisms needs further investigation.

Gene-Environment Interactions
Tobacco smoke exposure is the strongest
environmental risk factor for COPD, but only
about 15% of smokers develop the disease
(52,203), and only 25-30% of smokers of 30
pack-years or more develop clinically apparent
airflow obstruction (204,205). Even in the
presence of small airways disease indicated by
a reduced FEF25-75 (forced expiratory flow
25-75% of vital capacity), some smokers do
not develop clinically significant airflow
obstruction despite ongoing smoking for may
years (206). A recent family study compared
the lung function of first-degree relatives of
probands with early-onset COPD, none of
whom had the Pi-ZZ genotype, to those of
persons without a family history of COPD
(207). Among nonsmokers, lung function was
similar between subjects with and without a
relative with COPD. Among cigarette smok-
ers, however, relatives of a person with COPD
had a mean reduction of 13% in FEVi com-
pared to subjects without a family history of
smoking. These epidemiologic observations
suggest that host characteristics, including
genes, are important determinants of suscepti-
bility to airflow obstruction caused by
environmental factors such as tobacco smoke.
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The best-characterized example of gene-
environment interaction in the pathogenesis
of COPD is the interaction between severe
API deficiency and tobacco smoking. As
described above, severe API deficiency in per-
sons with the Pi-ZZ genotype or other more
rare genotypes, is associated with the prema-
ture development of severe emphysema.
Among persons with severe API deficiency,
those who smoke tobacco experience a more
rapid rate of longitudinal lung function
decline and more severe airflow obstruction
than nonsmokers (146,208). A study from
Sweden demonstrated that only 50% of
Pi-ZZ smokers survived beyond 35 years of
age, whereas Pi-ZZ nonsmokers had a 50%
probability of surviving beyond age 57 (145).

The example of genetically determined
API deficiency predisposing to smoking-
induced chronic airflow obstruction provides
a paradigm of gene-environment interaction,
consistent with current hypotheses concerning
the pathogenesis of COPD. In this model, an
inhaled environmental agent such as tobacco
smoke induces an inflammatory response in
the small airways that may result in irre-
versible damage to the small airways and cen-
trilobular alveoli. This damage is mediated by
proteolytic enzymes and oxygen free radicals,
and the degree of damage depends on geneti-
cally controlled systems that modulate the
inflammatory response and protect the lung
from proteolytic and oxidant injury.

Another example of possible gene-
environment interaction is the hypothesized
interaction between cigarette smoking and
the intermediate degree of API deficiency
found in heterozygotes with the Pi-MZ
genotype. The putative role of the Pi-MZ
genotype in the pathogenesis of COPD
remains controversial; however, some reports
suggest the possibility of an interaction
between the Pi-MZ genotype and environ-
mental exposures. Abnormalities of pul-
monary function including abnormalities of
airflow have been observed in heterozygotes
who smoke (209,210) or have occupational
exposures (211), although the clinical signifi-
cance of these observations remains contro-
versial. Smokers with Pi-MZ have been
noted to have loss of elastic recoil, large
residual volume, and increased closing capac-
ity but not airflow obstruction (212). Grain
workers with the Pi-MZ genotype have been
reported to have a similar prevalence of respi-
ratory or atopic symptoms but more obstruc-
tive physiology than their Pi-MM
counterparts (211). In one study that
demonstrated subtle changes in pulmonary
function in association with the Pi-MZ phe-
notype, a subgroup analysis of six older heavy
smokers did not demonstrate a statistically
significant impact of the Pi-MZ phenotype
on spirometry (157).

Genetically controlled antioxidant defense
systems may also play an important role in
determining susceptibility, both to free radicals
released by inflammatory cells and to oxidants
inhaled from the environment. The lungs pos-
sess several antioxidant defense mechanisms,
including the reducing capabilities of iron and
other metals, nonenzymatic antioxidants
(including vitamins E and C), and the enzy-
matic scavengers (including glutathione thiol,
superoxide dismutase, and microsomal epoxide
hydrolase), which are under genetic control.
The observations that the enzymatic antioxi-
dants are under genetic control and that allelic
variation alters their abilities to reduce free rad-
icals (213,214) suggest that genetic factors may
place some persons at greater risk for oxidant
injury. There is currently no direct evidence,
however, that specific genes related to antioxi-
dant defenses interact with environmental
factors to cause COPD.

Atopy, a genetically controlled trait, may
lead to airway inflammation and asthma in
genetically predisposed persons who are
exposed to environmental aeroallergens.
Asthma, in turn, appears to be a risk factor
for the development of irreversible airflow
obstruction that may ultimately be classified
as COPD. Asthma, as well as airways hyper-
reactivity in the absence of asthma, has been
associated with an accelerated rate of decline
in FEV, (215-218), even after controlling
for tobacco use. Although asthma and
COPD are pathologically distinct (219),
chronic asthma may lead to some
histopathologic changes resembling COPD,
including inflammation with epithelial cell
loss, squamous metaplasia, leukocyte infiltra-
tion, basement membrane thickening (220),
as well as parenchymal destruction. The irre-
versible changes in airway histology seen in
chronic asthma are often referred to as "air-
way remodeling" (221). In addition, the
radiographic (222) and physiologic
(223,224) changes of emphysema have been
noted in nonsmoking chronic asthmatics.
Chronic asthma can result in fixed airways
obstruction with loss of elastic recoil and
expiratory flow, and with increased total lung
capacity. Although asthma is frequently asso-
ciated with an increased diffusion capacity
(224-229), a reduction in diffusing capacity
has also been noted in patients with no radi-
ographic evidence of emphysema but who
have severe small airways disease (230).
Nonasthmatics with evidence of allergy to
common aeroallergens have been reported to
have a more rapid rate of longitudinal decline
in pulmonary function (216,218,231),
although conflicting data have been reported
(232). In addition, one report suggests that
exposure of sensitized persons to indoor
allergens may result in accelerated longitudi-
nal lung function decline even in the absence

of asthma (218). The mechanisms by which
asthma, airways hyperreactivity, and atopy
lead to irreversible airways obstruction
remain to be determined, although chronic
airway inflammation provoked by environ-
mental allergens and the structural conse-
quences of this inflammation appear likely to
play an important role. The genetic mecha-
nisms of atopy and asthma are currently the
focus of intensive investigation, and are
beyond the scope of this review.

Conclusion
Although tobacco smoking has been recog-
nized as the major environmental cause of
COPD for nearly half a century, the elimina-
tion of this habit has been elusive. In addi-
tion, other environmental causes of COPD,
such as occupational dust exposure, have been
recognized. Although our understanding of
the cellular and biochemical pathogenesis of
COPD remains rudimentary, it is increas-
ingly evident that the host response to envi-
ronmental factors is subject to genetic
variation. The example ofAPI deficiency pro-
vides a clear example of the potential impor-
tance of gene-environment interaction in the
pathogenesis of COPD, and the search for
additional gene products influencing COPD
risk is an area of active investigation.
However, API deficiency is the only known
single gene deficiency that results in COPD;
more commonly, it appears these host
responses to environmental stressors are
under polygenic control.

Further research into the role of
gene-environment interaction in the develop-
ment of COPD must focus on several levels.
Improving our understanding of the molecu-
lar mechanisms causing COPD will allow
identification of possible target genes. Family
studies with linkage analysis and investigation
of gene-environment interactions may lead to
the discovery of genetic polymorphisms that
influence the risk of developing COPD.

The elucidation of response mechanisms
may permit the identification of high-risk per-
sons who should be targeted for intensive
smoking-prevention or -cessation efforts and
who should avoid other environmental risk
factors. In addition, understanding these
mechanisms may lead to the development of
therapies that either alter the expression of
genes or augment or inhibit gene products to
reduce COPD risk. One example of such a
therapy, augmentation therapy with purified
human API for patients with severe API defi-
ciency, has already been developed; future
research may lead to new preventative thera-
pies applicable to a larger proportion of per-
sons who are at risk. The total elimination of
tobacco smoking, of course, must remain the
primary public health focus for the prevention
ofCOPD.

Environmental Health Perspectives * Vol 108, Supplement 4 * August 2000738



HOST-ENVIRONMENTAL INTERACTION IN COPD

REFERENCES AND NOTES

1. Feinleib M, Rosenberg HM, Collins JG, Delozier JE, Pokras R,
Chevarley FM. Trends in COPD mortality in the United States.
Am Rev Respir Dis 140:S9-S18 (1989).

2. Higgins MW, Thom T. Incidence, prevalence and mortality:
intra- and inter-county differences. In: Clinical Epidemiology of
Chronic Obstructive Pulmonary Disease (Hensley MJ, Saunders
NA, eds). New York:Marcel Dekker, 1990;23-43.

3. Ries AL. Position paper of the American Association of
Cardiovascular and Pulmonary Rehabilitation: scientific basis
of pulmonary rehabilitation. J Cardiopulm Rehabil 10:418-441
(1990).

4. Official Statement of the American Thoracic Society. Standards
for the diagnosis and care of patients with chronic obstructive
pulmonary disease. Am J Respir Crit Care Med 152:S77-S120
(1995).

5. Ebi-Kryston KL. Predicting 15-year chronic bronchitis mortality
in the Whitehall Study. J Epidemiol Community Health
43:168-172 (1989)

6. Ebi-Kryston KL, Hawthorne VM, Rose G, Shipley M, Gillis CR,
Hole DJ, Carmen W, Eshleman S, Higgins MW. Breathlessness,
chronic bronchitis and reduced pulmonary function as predictors
of cardiovascular mortality among men in England, Scotland,
and the United States. lnt J Epidemiol 18:84-88 (1989)

7. Fletcher CM, Peto R, Tinker CM, Speizer F. The Natural History
of Chronic Bronchitis and Emphysema. Oxford:Oxford University
Press, 1976.

8. Shaheen S. The beginnings of chronic airflow limitation. Br Med
Bull 53:58-70 (1997).

9. Anonymous. Effect of cigarette smoke exposure on measures of
chronic obstructive lung disease morbidity. In: The Health
Consequences of Smoking; A Report of the Surgeon General
(Luoto J, ed). Washington, DC:U.S. Department of Health and
Human Services, 1984:17-181.

10. Snider GL, Faling LJ, Rennard SI. Chronic bronchitis and emphy-
sema. In: Textbook of Respiratory Medicine (Murray JF, Nadel
JA, eds). Philadelphia:WB Saunders, 1989;1069-1 106.

11. Gelb AF, Hogg JC, Muller NL, Schein MJ, Kuei J, Tashkin DP,
Epstein JD, Kollin J, Green RH, Zamel N, et al. Contribution of
emphysema and small airways in COPD. Chest 109:353-359
(1996).

12. Gelb AF, Schein M, Kuei J, Tashkin DP, Muller NL, Hogg J,
Epstein JD, Zamel N. Limited contribution of emphysema in
advanced chronic obstructive pulmonary disease. Am Rev
Respir Dis 147:1157-1161 (1992).

13. Willems LN, Kramps JA., Stijnen T, Sterk PJ, Weening JJ,
Dijkman J. Relation between small airways disease and
parenchymal destruction in surgical lung specimens. Thorax
45:89-94 (1990).

14. Petty TL, Silvers GW, Stanford RE. Radial traction and small air-
ways disease in excised human lungs. Am Rev Respir Dis
133:132-135 (1986).

15. Kuhn C Ill. The biochemical pathogenesis of chronic obstructive
pulmonary disease: protease-antiprotease imbalance in emphy-
sema and diseases of the airways. J Thorac Imaging 1:1-6
(1986).

16. Brandt E Jr. Foreword. In: Health Consequences of Smoking;
Chronic Obstructive Lung Disease (Luoto J, ed). Washington,
DC:U.S. Department of Health and Human Services, 1984;i-v.

17. Kauffmann F, Drouet D, Lellouch J, Brille D. Twelve years spiro-
metric changes among Paris area workers. lnt J Epidemiol
8:201-212 (1979).

18. Camilli A, Burrows B, Knudson R, Lyle S, Lebowitz M.
Longitudinal changes in forced expiratory volume in one second
in adults, effects of smoking and smoking cessation. Am Rev
Respir Dis 135:794-799(1987).

19. Murray R, Anthonisen NR, Connett JE, Wise RA, Lindgren P,
Greene P, Nides M. Effects of multiple attempts to quit smoking
and relapses on pulmonary function. J Clin Epidemiol
51:1317-1326 (1998).

20. Tager I, Segal M, Speizer F, Weiss S. The natural history of
forced expiratory volume: effects of cigarette smoking and res-
piratory symptoms. Am Rev Respir Dis 138:837-849 (1988).

21. Niewoehner DE, Kleinerman J, Rice DB. Pathologic changes in
the peripheral airways of young cigarette smokers. N EngI J
Med 291:755-758 (1974).

22. Ollerenshaw SL, Woolcock AJ. Characteristics of the inflamma-
tion in biopsies from large airways of subjects with asthma and
subjects with chronic airflow limitation. Am Rev Respir Dis
145:922-927 (1992).

23. Bergin C, Muller N, Nichols OM, Lillington G, Hogg J, Mullen
B, Grymaloski MR, Osborne 5, Pare PD. The diagnosis of

emphysema: a computed tomographic-pathologic correlation.
Am Rev Respir Dis 133:541-546 (1986).

24. Jeffrey PK. The development of large and small airways
[Review]. Am J Respir Crit Care Med 157:S174-S180 (1998).

25. Mullen JM, Wright Jl, Wiggs BR, Pare PD, Chogg JC. Structure
of central airways in current smokers and ex-smokers with and
without mucus hypersecretion: relationship to lung function.
Thorax 42:843-848 (1987).

26. McGowan SE, Stone PJ, Calore JD, Snider GL, Franzblau C. The
fate of neutrophil elastase incorporated by human alveolar
macrophages. Am Rev Respir Dis 127:449-455 (1983).

27. Hunninghake GW, Crystal RG. Cigarette smoking and lung
destruction. Am Rev Respir Dis 128:833-838 (1983).

28. Eidelman D, Saetta MP, Wang HN, Hoidal JR, King M, Cosio
MG. Cellularity of the alveolar walls in smokers and its relation
to alveolar destruction. Am Rev Respir Dis 141:1547-1552
(1990).

29. Hoidal JR, Niewoehner DE. Lung phagocyte recruitment and
metabolic alterations induced by cigarette smoking in humans
and hamsters. Am Rev Respir Dis 126:548-552 (1982).

30. Sparrow D, Glynn RJ, Cohen M, Weiss ST. The relationship of
peripheral leukocyte count and cigarette smoking to pulmonary
function among adult men. Chest 86:383-386 (1984).

31. O'Connor GT, Sparrow D, Segal M, Weiss ST. Risk factors for
ventilatory impairment among middle-aged and elderly men:
the normative aging study. Chest 103:376-382 (1993).

32. Snider GL. Chronic obstructive pulmonary disease: a definition
and implications of structural determinants of airflow obstruc-
tion for epidemiology [Review]. Am Rev Respir Dis 140:S3-S8
(1989).

33. Janoff A, Raju L, Dearing R. Levels of elastase activity in
bronchoalveolar lavage fluids of healthy smokers and nonsmok-
ers. Am Rev Respir Dis 127:540-544 (1983).

34. Niederman MS, Fritts LL, Merrill WM, Fick RB, Mathay RA,
Reynolds HY, Gee JB. Demonstration of a free elastolytic met-
alloenzyme in human lung lavage fluid and its relationship to
alpha 1-antiprotease. Am Rev Respir Dis 129:943-947 (1984).

35. Gast A, Dietmann-Molard A, Pelletier A, Pauli G, Bieth JG. The
antielastase screen of the lower respiratory tract of alphal-
proteinase inhibitor-sufficient patients with emphysema or
pneumothorax. Am Rev Respir Dis 141:880-883 (1990).

36. Akers S, Kucich U, Swartz M, Rosen G, Glass M, Rosenbloom J,
Kimbel P, Weinbaum G. Specificity and sensitivity of the assay
for elastin-derived peptides in chronic obstructive pulmonary
disease. Am Review Respir Dis 145:1077-1081 (1992).

37. Schriver EE, Davidson JM, Sutcliffe MC, Swindell BB, Bernard
GR. Comparison of elastin peptide concentrations in body fluids
from healthy volunteers, smokers, and patients with chronic
obstructive pulmonary disease. Am Rev Respir Dis
145:762-766(1992).

38. Snider GL, Ciccolella DE, Morris SM, Stone PJ, Lucey EC.
Putative role of neutrophil elastase in the pathogenesis of
emphysema. Ann NY Acad Sci 624:45-59 (1991).

39. Stockley RA. The role of proteinases in the pathogenesis of
chronic bronchitis. Am J Respir Crit Care Med 150(6, pt
2):S109-S1 13 (1994).

40. Doring G. The role of neutrophil elastase in chronic inflamma-
tion. Am J Respir Crit Care Med 150(6, pt 2):S1 14-S117 (1994).

41. Gottlieb DJ, Stone PJ, Sparrow D, Gale ME, Weiss ST, Snider
GL, O'Connor GT. Urinary desmosine excretion in smokers with
and without rapid decline of lung function: the Normative Aging
Study. Am J Respir Crit Care Med 154:1290-1295 (1996).

42. Repine JE, Bast A, Lankhorst I. Oxidative Stress in chronic
obstructive pulmonary disease. Am J Respir Crit Care Med
156:341-357 (1997).

43. Anonymous. The physicochemical and toxicological studies of
environmental tobacco smoke. In: Environmental Tobacco
Smoke (Committee on Passive Smoking, ed). Washington,
DC:National Academy Press, 1986;25-64.

44. Rahman I, Skwarska I, MacNee W. Attenuation of the oxidant/
antioxidant imbalance during treatment of exacerbations of
chronic obstructive pulmonary disease. Thorax 52:565-568
(1997).

45. Rahman I, Morrison D, Donaldson K, MacNee W. Systemic
oxidative stress in asthma, COPD, and smokers. Am J Respir
Crit Care Med 154:1055-1060 (1996).

46. Repine JE, Bast A, Lankhorst I, Oxidative Stress Study Group.
Oxidative stress in chronic obstructive pulmonary disease. Am J
Respir Crit Care Med 156:341-357 (1997).

47. Anonymous. Health effects of environmental tobacco smoke
exposure. In: The Health Consequences of Involuntary Smoking
(Shopland D, ed). Washington, DC:U.S. Department of Health
and Human Services, 1986:17-118.

48. Brunekreef B, Fischer P. Remijn B, Van DL, Schouten J,

Quanjer P. Indoor air pollution and its effect on pulmonary func-
tion of adult non-smoking women. Ill: Passive smoking and pul-
monary function. lnt J Epidemiol 14:227-230 (1985).

49. Tager IB, Weiss ST, Munoz A, Rosner B, Speizer FE.
Longitudinal study of the effects of maternal smoking on pul-
monary function in children. N EngI J Med 309:699-703 (1983).

50. Anonymous. Effects of exposure to environmental tobacco
smoke on lung function and respiratory symptoms. In:
Environmental Tobacco Smoke. Washington, DC:National
Academy Press, 1986:182-222.

51. Samet JM, Lange P. Longitudinal studies of active and passive
smoking. Am J Respir Crit Care Med 154:5257-5265 (1996).

52. Buist SA. Smoking and other risk factors. In: Textbook of
Respiratory Medicine (Murray JF, Nadel JA, eds).
Philadelphia:WB Saunders, 1988:1001-1029.

53. Becklake MR. Focus on grain dust and health. In: Occupational
Pulmonary Disease (Dosman JA, ed). Toronto:Toronto Academic
Press, 1985;239-256.

54. Huy T, De SK, Chan-Yeung M, Kennedy SM. Grain dust and lung
function. Dose-response relationships. Am Rev Respir Dis
144:1314-1321 (1991).

55. Vedal S, Enarson DA, Chan-Yeung M. Airway size and the rate
of pulmonary function decline in grain handlers. Am Rev Respir
Dis 138:1584-1588(1988).

56. Dopico GA, Reddan W, Tsiatis A, Peters ME, Rankin J.
Epidemiologic study of clinical and physiologic parameters in
grain handlers of Northern United States. Am Rev Respir Dis
130:759-765 (1984).

57. Chan-Yeung M, Schulzer M, MacLean L, Dorken E, Grzybowski
S. Epidemiologic health survey of grain elevator workers in
British Columbia. Am Rev Respir Dis 121:329-338 (1980).

58. Dosman JA, Cotton DJ, Graham BL, Li KY, Froh F, Barnett GD.
Chronic bronchitis and decreased forced expiratory flow rates in
lifetime nonsmoking grain workers. Am Rev Respir Dis
121:11-16 (1980).

59. Dopico GA, Reddan W, Flaherty D, Tsiatis A, Peters ME, Rao P,
Rankin J. Respiratory abnormalities among grain handlers: a
clinical, physiologic, and immunologic study. Am Rev Respir Dis
115:915-927 (1977).

60. Enarson DA, Vedal S, Chan-Yeung M. Rapid decline in FEV1 in
grain handlers. Relation to level of dust exposure. Am Rev
Respir Dis 132:814-817 (1985).

61. Fonn S, Becklake MR. Documentation of ill-health effects of
occupational exposure to grain dust through sequential, coher-
ent epidemiologic investigation [Review]. Scand J Work Environ
Health 20:13-21 (1994).

62. Dales RE, Ernst P, Blanchet Y, Bourbeau J. Does seasonal
employment in grain elevators increase nonspecific airways
responsiveness? J Occup Med 30:613-616 (1988).

63. Broder I, Higgins MW, Mathews KP, Keller JB. Epidemiology of
asthma and allergic rhinitis in a total community, Tecumseh,
Michigan. J Allergy Clin Immunol 53:127-138 (1974).

64. Broder I, Davies G, Hutcheon M, Leznoff A, Mintz S, Thomas P,
Corey P. Variables of pulmonary allergy and inflammation in
grain elevator workers. J Occup Med 25:43-47 (1983).

65. Christiani D, Ye TT, Zhang S, Wegman D, Eisen EA, Ryan LA,
Olenchock SAPL, Dai HL. Cotton dust and endotoxin exposure
and long-term decline in lung function: results of a longitudinal
study. Am J Ind Med 35:321-331 (1999).

66. Fox AJ, Tombleson JB, Watt A, Wilkie AG. A survey of respira-
tory disease in cotton operatives. I: Symptoms and ventilation
test results. Br J Ind Med 30:42-47 (1973).

67. Alegre J, Morell F, Cobo E. Respiratory symptoms and pulmonary
function of workers exposed to cork dust, toluene diisocyanate
and conidia. Scand J Work Environ Health 16:175-181 (1990).

68. Carosso A, Ruffino C, Bugiani M. Respiratory diseases in wood
workers. Br J Ind Med 44:53-56 (1987).

69. Bohadana A, Massin N, Wild P, Berthiot G. Airflow obstruction
in chalkpowder and sugar workers. Int Arch Occup Environ
Health 68:243-248 (1996).

70. Toren K, Hagberg S, Westber H. Health effects of working in
pulp and paper mills: exposure, obstructive airways diseases,
hypersensitivity reactions, and cardiovascular diseases. Am J
Ind Med 29:111-122 (1996).

71. Coggon D, Newman TA. Coal mining and chronic obstructive
pulmonary disease: a review of the evidence. Thorax
53:398-407 (1998).

72. Meijers JM, Swaen GM, Slangen J. Mortality of Dutch coal
miners in relation to pneumoconiosis, chronic obstructive pul-
monary disease, and lung function. Occup Environ Med
54:708-713 (1997).

73. Becklake MR, Irwig L, Kielkowski D, Webster I, de Beer M,
Landau S. The predictors of emphysema in South African gold
miners. Am Rev Respir Dis 135:1234-1241 (1987).

Environmental Health Perspectives * Vol 108, Supplement 4 * August 2000 739



WALTER ET AL.

74. Oxman AD, Muir DC, Shannon HS, Stock SR, Hnizdo E, Lange
HJ. Occupational dust exposure and chronic obstructive pul-
monary disease. A systematic overview of the evidence. Am
Rev Respir Dis 148:38-48 (1993).

75. Hnizdo E, Sluis-Cremer G, Baskind E, Murray J. Emphysema and
airway obstruction in non-smoking South African gold miners
with long exposure to silica dust. Occup Environ Med
51:557-563 (1994).

76. Fine LJ, Peters J, Burgess WA, Di Berardinis LJ. Studies of res-
piratory morbidity in rubber workers. Part IV: Respiratory mor-
bidity in talc workers. Arch Environ Health 31:195-200 (1976).

77. Kennedy SM, Wright JL, Mullen JB, Pare PD, Hogg JC.
Pulmonary function and peripheral airway disease in patients
with mineral dust or fume exposure. Am Rev Respir Dis
132:1294-1299 (1985).

78. Nakadate T, Aizawa Y, Yagami T, Zheg YO, Kotani M, Ishiwata
K. Change in obstructive pulmonary function as a result of
cumulative exposure to welding fumes as determined by mag-
netopneumography in Japanese arc welders. Occup Environ
Med 55:673-677 (1998).

79. Humerfelt S, Gulsvik A, Skjaerven R, Nilssen S, Kvale G,
Sulheim 0, Ramm E, Eilertsen E, Humerfelt SB. Decline in FEV1
and airflow limitation related to occupational exposures in men
of an urban community. Eur Respir J 6:1095-1103 (1993).

80. Hunting KL, Welch LS. Occupational exposure to dust and lung
disease among sheet metal workers. Br J lnd Med 50:432-442
(1993).

81. Hjortsberg U, Orbaek P, Arborelius M Jr. Small airways dys-
function among non-smoking shipyard arc welders. Br J lnd
Med 49:441-444 (1992).

82. Kilburn KH, Warshaw RH. Pulmonary functional impairment
from years of arc welding. Am J Med 87:62-69 (1989).

83. Piirila PL, Nordman H, Korhonen OS, Winblad I. A thirteen-year
follow-up of respiratory effects of acute exposure to sulfur diox-
ide. Scand J Work Environ Health 22:191-196 (1996).

84. Henneberger PK, Lax MB, Ferris BG Jr. Decrements in spirome-
try values associated with chlorine gassing events and pulp mill
work. Am J Respir Crit Care Med 153:225-231 (1996).

85. Sandford AJ, Weir TD, Pare PD. Genetic risk factors for chronic
obstructive pulmonary disease. Eur Respir J 10:1380-1391
(1997).

86. Richardson DB. Respiratory effects of chronic hydrogen sulfide
exposure. Am J lnd Med 28:99-108 (1995).

87. Jedrychowski W. Styrene and methyl methacrylate in the indus-
trial environment as a risk factor of chronic obstructive lung dis-
ease. Int Arch Occup Environ Health 51:151-157 (1982).

88. Miller A. Pulmonary function defects in nonsmoking vinyl chlo-
ride workers. Environ Health Perspect 11:247-250 (1975).

89. Clausen J, Netterstrom B, Wolff C. Lung function in insulation
workers. Br J lnd Med 50:252-256 (1993).

90. Sasaki H, Sekizawa K, Yanai M, Arai H, Yannaya M, Ohrui T.
Effects of air pollution and smoking on chronic obstructive pul-
monary disease and bronchial asthma. Tohoku J Exp Med
186:151-167 (1998).

91. Anderson HR, Spix C, Medina S, Schouten JP, Castellsague J,
Rossi G, Zmirou D, Touloumi G, Wojtyniak B, Ponka A, et al. Air
pollution and daily admissions for chronic obstructive pul-
monary disease in 6 European cities: results from the APHEA
project. Eur RespirJ 10:1064-1071 (1997).

92. Schwartz J. Air pollution and hospital admissions for the elderly
in Detroit, Michigan. Am J Respir Crit Care Med 150:648-655
(1994).

93. Schwartz J, Slater D, Larson TV, Pierson WE, Koenig JQ.
Particulate air pollution and hospital emergency room visits for
asthma in Seattle. Am Rev Respir Dis 147:826-831 (1993).

94. Schwartz J. Air pollution and hospital admissions for respira-
tory disease. Epidemiology 7:20-28 (1996).

95. Moolgavkar SH, Luebeck EG, Anderson EL. Air pollution and
hospital admission for respiratory causes in Minneapolis-St.
Paul and Birmingham. Epidemiology 8:364-370 (1997).

96. Morgan G, Corbett S, Wlodarczyk J. Air pollution and hospital
admissions in Sydney, Australia, 1990 to 1994. Am J Public
Health 88:1761-1766 (1998).

97. Jorgensen B, Lundbye-Christensen S, Song XK, Sun L. A longi-
tudinal study of emergency room visits and air pollution for
Prince George, British Columbia. Stat Med 15:823-836 (1996).

98. Sunyer J, Saez M, Murillo C, Castellsague J, Martinez F, Anto
JM. Air pollution and emergency room admissions for chronic
obstructive pulmonary disease: a 5-year study. Am J Epidemiol
137:701-705 (1993).

99. Schwartz J. Air pollution and daily mortality: a review and meta
analysis. Environ Res 64:36-52 (1994).

100. Spix C, Anderson HR, Schwartz J, Vigoxti MA, Lelertre A, Vonk
JM, Touloumi G, Balducci F, Piekarski T, Bacharova L, at al.

Short-term effects of air pollution on hospital admissions of
respiratory diseases in Europe: a quantitative summary of
APHEA study results. Air Pollution and health: a European
approach. Arch Environ Health 53:54-64 (1998).

101. Schindler C, Ackermann-Liebrich U, Leuenberger P, Monn C,
Rapp R, Bolognini G, Bongard JP, Brandli 0, Domenighetti G,
Karrer W, et al. Associations between lung function and esti-
mated average exposure to ND2 in eight areas of Switzerland.
The SAPALDIA Team. Swiss Study of Air Pollution and Lung
Diseases in Adults. Epidemiology 9:405-411 (1998).

102. Neri LC, Mandel JS, Hewitt D, Jurkowski D. Chronic obstructive
pulmonary disease in two cities of contrasting air quality. Can
Med Assoc J 113:1043-1046 (1975).

103. Xu X, Wang L. Synergistic effects of air pollution and personal
smoking on adult pulmonary function. Arch Environ Health
53:44-53 (1998).

104. Tzonou A, Maragoudakis.G., Trichopoulos D, Zavitsanos X,
Dimopoulou I, Toupadaki N, Kremastinou J. Urban living,
tobacco smoking, and chronic obstructive pulmonary disease: a
study in Athens. Epidemiology 3:57-60 (1992).

105. Tashkin DP, Detels R, Simmons M, Liu H, Coulson AH, Sayre J,
Rokaw S. The UCLA population studies of chronic obstructive
respiratory disease. Xl: Impact of air pollution and smoking on
annual change in forced expiratory volume in one second. Am J
Respir Crit Care Med 149:1209-1217 (1994).

106. Robbins AS, Abbey DE, Liebowitz MD. Passive smoking and
chronic respiratory disease symptoms in non-smoking adults.
Int J Epidemiol 22:809-817 (1993).

107. Linn WS, Hackney J, Pedersen EE, Breisacher P, Patterson JV,
Muiry CA, Coyle JF. Respiratory function and symptoms in
urban office workers in relation to oxidant air pollution expo-
sure. Am Rev Respir Dis 114:477-483 (1976).

108. Schwartz J. Lung function and chronic exposure to air pollution:
a cross-sectional analysis of NHANES II. Environ Res
50:309-321 (1989).

109. Hsiue TR, Lee SS, Chen Hi. Effects of air pollution resulting
from wire reclamation incineration on pulmonary function in
children. Chest 100:698-702 (1991).

110. Cullinan P, Acquilla S, Dhara.VR. Respiratory morbidity 10 years
after the Union Carbide gas leak at Bhopal: a cross sectional
survey. The International Medical Commission on Bhopal. Br
Med J 314:338-342 (1997).

111. Dennis R, Maldonado D, Norman S, Baena E, Martinez G. Wood
smoke exposure and risk for obstructive airways disease among
women. Chest 109:115-119 (1996).

112. Pandey M, Regmi HN, Neupane RP, Gautam A, Bhandari DP.
Domestic smoke pollution and respiratory function in rural
Nepal. Tokai J Exp Clin Med 10:471-481 (1985).

113. Perez-Padilla R, Regalado J, Vedal S, Pare P, Chapela R,
Sansores R, Selman M. Exposure to biomass smoke and chronic
airway disease in Mexican women. Am J Respir Crit Care Med
154:701-706 (1996).

114. Bruce N, Neufeld L, Boy E, West C. Indoor biofuel air pollution
and respiratory health: the role of confounding factors among
women in highland Guatemala. Int J Epidemiol 27:454-458
(1998).

115. Dossing M, Khan J, al-Rabiah F. Risk factors for chronic
obstructive lung disease in Saudi Arabia. Respir Med
88:519-522 (1994).

116. Smit HA, Grievink L, Tabak C. Dietary influences on chronic
obstructive lung disease and asthma: a review of the epidemio-
logical evidence [Review]. Proc Nutr Soc 58:309-319 (1999).

117. Britton JR, Pavord ID, Richards KA, Knox AJ, Wisniewski AF,
Lewis SA, Tattersfield AE, Weiss ST. Dietary antioxidant vita-
min intake and lung function in the general population [See
Comments]. Am J Respir Crit Care Med 151:1383-1387 (1995).

118. Jendryczko A, Szpyrka G, Gruszczynski J, Kozowicz M. Cigarette
smoke exposure of school children: effect of passive smoking
and vitamin E supplementation on blood antioxidant status.
Neoplasma 40:199-203 (1993).

119. Miedema I, Feskens E, Heederik D, Kromhout D. Dietary deter-
minants of long-term incidence of chronic nonspecific lung dis-
eases. Am J Epidemiol 138:37-45(1993).

120. Shahar E, Folsom AR, Melnick SL, Tockman MS, Comstock GW,
Gennaro V, Higgins MW, Sorlie PD, Ko WJ, Szklo M. Dietary n-3
polyunsaturated fatty acids and smoking-related chronic obstruc-
tive pulmonary disease. N EngI J Med 331:228-233 (1994).

121. Sharp D, Rodriguez B, Shahar E, Hwang L, Burchfiel C. Fish con-
sumption may limit the damage of smoking on the lung. Am J
Respir Crit Care Med 150:983-987 (1994).

122. Cohen BH, Celentano D, Chase G, Diamond E, Graves C, Levy D,
Menkes H, Meyer M, Permutt S, Tockman M. Alcohol consump-
tion and airway ohstruction. Am Rev Respir Dix 121 :205-215
(1980).

123. Garshick E, Segal MR, Worobec T, Salekin C, Miller M. Alcohol
consumption and chronic obstructive pulmonary disease. Am
Rev Respir Dis 140:373-378 (1989).

124. Massaro GD, Massaro D. Retinoic and treatment abrogates
elastase-induced pulmonary emphysema in rats. Nat Med
3:675-677 (1997).

125. Paiva S, Godoy I, Vannucchi H, Favaro R, Geraldo R, Campana A.
Assessment of vitamin A status in chronic obstructive disease
patients and healthy smokers. Am J Clin Nutr 64:928-934 (1996).

126. Fletcher CM, Peto R, Speizer F, Tinker CM. A follow-up study of
the natural history of obstructive bronchitis. In: Bronchitis Ill
(Orie NM, Van Der Lende R, eds). Assen, the Netherlands:Royal
Vangorcum, 1970;103-116.

127. Samet JM, Tager IB, Speizer FE. The relationship between res-
piratory illness in childhood and chronic air-flow obstruction in
adulthood. Am Rev Respir Dis 127:508-523 (1983).

128. Lebowitz MD, Knudson RJ, Burrows B. Familial aggregation of
pulmonary function measurements. Am Rev Respir Dis
129:8-11 (1984).

129. Higgins M, Keller J. Familial occurrence of chronic respiratory
disease and familial resemblance in ventilatory capacity. J
Chronic Dis 28:239-251 (1975).

130. Larson RK, Barman ML, Kueppers F. Genetic and environmental
determinants of chronic obstructive pulmonary disease. Ann
Intern Med 76:627-632 (1970).

131. Lewitter Fl, Tager IB, McCue M, Tishler PV, Speizer FE. Genetic
and environmental determinants of level of pulmonary function.
Am J Epidemiol 120:518-530 (1984).

132. Redline S, Tishler PV, Rosner B, Lewitter Fl, Vandenburgh M,
Weiss ST, Speizer FE. Genotypic and phenotypic similarities in
pulmonary function among family members of adult monozygotic
and dizygotic twins. Am J Epidemiol 129:827-836 (1989).

133. Rybicki BA, Beaty TH, Cohen BH. Major genetic mechanisms in
pulmonary function. J Clin Epidemiol 43:667-675 (1990).

134. Coultas DB, Hanis C, Howard CA, Skipper BJ, Samet JM.
Heritability of ventilatory function in smoking and non-smoking
New Mexico Hispanics. Am Rev Respir Dis 144:770-775 (1991).

135. Chen Y, Horne SL, Rennie DC, Dosman JA. Segregation analysis
of two lung function indices in a random sample of young fami-
lies: the Humboldt Family Study. Genet Epidemiol 13:35-47
(1996).

136. Givelber RJ, Couropmitree NN, Gottlieb DJ, Evans JC, Levy D,
Myers RH, O'Connor GT. Segregation analysis of pulmonary
function among families in the Framingham Study. Am J Respir
Crit Care Med 157:1445-1451 (1998).

137. Kauffmann F, Tager IB, Munoz A, Speizer FE. Familial factors
related to lung function in children aged 6-10 years. Results
from the PAARC epidemiologic study. Am J Epidemiol
129(6):1289-1299 (1989).

138. Larson RK, Barman ML, Kueppers F. Genetic and environmental
determinants of chronic obstructive pulmonary disease. Ann
Intern Med 76:627-632 (1970).

139. Khoury M, Beaty T, Newill C, Bryant S, Cohen B. Genetic-
environmental interactions in chronic airways obstruction. Int J
Epidemiol 15:65-72 (1986).

140. Kueppers F, Miller RD, Gordon H, Hepper NG, Offord K. Familial
prevalence of chronic obstructive pulmonary disease in a
matched pair study. Am J Med 63:336-342 (1977).

141. Silverman EK, Chapman HA, Drazen JM, Weiss ST, Rosner B,
Campbell EJ, O'Donnell WJ, Reilly JJ, Ginns L, Mentzer S, et al.
Genetic epidemiology of severe, early-onset chronic obstructive
pulmonary disease. Am J Respir Crit Care Med 157:1770-1778
(1998).

142. WHO memorandum. Alpha 1-antitrypsin deficiency:
Memorandum from a WHO meeting. Bull WHO 75:397-415
(1997).

143. de Hamel F, Carrell R. Heterozygous alpha 1-antitrysin defi-
ciency: a longitudinal lung function study. N Z Med J
94:497-410 (1981).

144. Yoshida A, Lieberman J, Gaidulis L, Ewing C. Molecular abnor-
mality of human alphal-antitrypsin variant (Pi-ZZ). associated
with plasma activity deficiency. Proc NatI Acad Sci USA
73:1324-1328 (1976).

145. Larsson C. Natural history and life expectancy in severe alphal-
antitrypsin deficiency, Pi Z. Acta Med Scand 204:345-351 (1978).

146. Piitulainen E, Eriksson S. Decline in FEVy related to smoking
status in individuals with severe alpha 1-antitrypsin deficiency.
Eur Respir J 13:247-251 (1999).

147. Thurlbeck WM. William M. Thurlbeck, M.B., Ch.B., F.R.C.P. (C),
M.R.C.Path. (Review]. Major Probl Pathol 5:1-444 (1976).

148. Shigeoka J, Hall W, Hyde R, Schwartz R, Mudholkar G, Speers
D, Lit C. The prevalence of alpha-antitrypsin heterozygotes (Pi
MZ( in patients with ohstructive pulmonary disease. Am Rev
Respir Din 114:1077-1084 (1976).

740 Environmental Health Perspectives * Vol 108, Supplement 4 * August 2000



HOST-ENVIRONMENTAL INTERACTION IN COPD

149. Lieberman J. Heterozygous and homozygous alpha-antitrypsin
deficiency in patients with pulmonary emphysema. N Engi J
Med 281:279-284 (1969).

150. Mittman C. The PiMZ phenotype: is it a significant risk factor
for the development of chronic obstructive lung disease? Am
Rev Respir Dis 118:649-652 (1978).

151. Stevens PM, Hnilica VS, Johnson PC, Bell RL. Pathophysiology
of hereditary emphysema. Ann Intern Med 74:672-680 (1971).

152. Hepper NG, Black LF, Gleich GJ, Kueppers F. The prevalence of
alpha 1-antitrypsin deficiency in selected groups of patients
with chronic obstructive lung disease. Mayo Clin Proc
44:697-710 (1969).

153. Eriksson S, Moestrup T, Hagerstrand I. Liver, lung and malig-
nant disease in heterozygous (Pi MZ) alphal-antitrypsin defi-
ciency. Acta Med Scand 198:243-247 (1975).

154. Bruce R, Cohen B, Diamond E, Fallat R, Knudson RJ, Lebowitz
M, Mittman C, Patterson C, Tockman MS. Collaborative study
to assess risk of lung disease in Pi MZ phenotype. Am Rev
Respir Dis 130:386-390 (1984).

155. Sandford A, Weir T, Pare P. The genetics of asthma. Am J
Respir Crit Care Med 153:1749-1765 (1996).

156. Kauffmann F. Selection bias of PiMZ subjects [Letter]. Am Rev
Respir Dis 131:800-801 (1985).

157. Tattersal S, Pereira R, Hunter D, Blundell G, Pride N. Lung dis-
tensibility and airway function in intermediate alpha 1-anti-
trypsin. Thorax 34:637-646 (1979).

158. Kalsheker NA, Morgan K. Regulation of the alpha 1-antitrypsin
gene and a disease-associated mutation in a related enhancer
sequence. Am J Respir Crit Care Med 150:S1 83-S189 (1994).

159. Morgan K, Scobie G, Marsters P, Kalsheker NA. Mutation in an
alphal-antitrypsin enhancer results in an interleukin-6 deficient
acute-phase response due to loss of cooperativity between
transcription factors. Biochim Biophys Acta 1362:67-76 (1997).

160. O'Donovan D, Kelly C, Bouchier-Hayes D, Grace P, Redmond H,
Burke P, Bouchier-Hayes E. Alpha-1-antichymotrypsin is an
effective inhibitor of pancreatitis induced lung injury. Eur J
Gastroenterol Hepatol 7:847-52 (1995).

161. Rollini P, Fournier RE. A 370-kb cosmid contig of the serpin
gene cluster on human chromosome 14q32.1: molecular linkage
of the genes encoding alpha 1-antichymotrypsin, protein C
inhibitor, kallistatin, alpha 1-antitrypsin, and corticosteroid-
binding globulin. Genomics 46:409-415 (1997).

162. Poller W, Faber JP, Weidinger S, Tief K, Scholz S, Fischer M, ODek
K, Kirchgesser M, Heidtmann H. A leucine-to-proline substitution
causes a defective al-antichymotrypsin allele associated with
familial obstructive lung disease. Genomics 17:740-743 (1993).

163. Poller W, Meison C, Olek K. DNA polymorphisms of the alphal-
antitrypsin gene region in patients with chronic obstructive pul-
monary disease. Eur J Clin Investig 20:1-7 (1990).

164. Sandford AJ, Chagani T, Weir TD, Pare PD. Alpha 1-anti-
chymotrypsin mutations in patients with chronic obstructive
pulmonary disease. Dis Markers 13:260 (1998).

165. Burnett D, Stockley RA. Serum and sputum alpha 2 macro-
globulin in patients with chronic obstructive airways disease.
Thorax 36:512-516 (1981).

166. Poller W, Faber JP, Weidinger S, Tief K, Scholz S, Fischer M,
Olek K, Kirchgesser M, Heidtmann HH. A leucine-to-proline sub-
stitution causes a defective alpha 1-antichymotrypsin allele
associated with familial obstructive lung disease. Genomics
17:740-743 (1993).

167. Poller W, Barth J, Voss B. Detection of an alteration of the
alpha 2-macroglobulin gene in a patient with chronic lung dis-
ease and serum alpha 2-macroglobulin deficiency. Hum Genet
83:93-96 (1989).

168. Sandford AJ, Weir TD, Pare PD. Genetic risk factors for chronic
obstructive pulmonary disease. Eur Respir J 10:1380-1391
(1997).

169. Barnes PJ. Genetics and pulmonary medicine. 9: Molecular
genetics of chronic obstructive pulmonary disease. Thorax
54:245-252 (1999).

170. Hautamaki RD, Kobayashi DK, Senior RM, Shapiro SD.
Requirement for macrophage elastase for cigarette smoking-
induced emphysema in mice. Science 277:2002-2004 (1997).

171. D'Armiento J, Dalal SS, Okada Y, Berg RA, Chada K.
Collagenase expression in the lungs of transgenic mice causes
pulmonary emphysema. Cell 71:955-961 (1992).

172. Finlay G, O'Driscoll L, Russell K, D'Arcy E, Masterson J,
Fitzgerald M, O'Connor C. Matrix metalloproteinase expression
and production by alveolar macrophages in emphysema. Am J
Respir Crit Care Med 156:240-247 (1997).

173. Kauffmann F, Kleisbauer JP, Cambon-de-Mouzon A, Mercier P,
Constans J, Blanc M, Rouch Y, Feingold N. Genetic markers in
chronic air-flow limitation: a genetic epidemiologic study. Am
Rev Respir Dix 127:263-269 (1983).

174. Webb DR, Condemi JJ. Selective immunoglobulin A deficiency
and chronic obstructive lung disease. A family study. Ann Intern
Med 80:618-621 (1974).

175. Bjorkander J, Bake B, Oxelius VA, Hanson, LA. Impaired lung
function in patients with IgA deficiency and low levels of IgG2
or IgG3. N EngI J Med 313:720-724 (1985).

176. Oxelius VA. IgG subclass pattern in primary immunodeficiency
disorders. Monogr Allergy 19:156-163 (1986).

177. Oxelius VA, Hanson LA, Bjorkander J, Hammarstrom L, Sjoholm
A. IgG3 deficiency: common in obstructive lung disease.
Hereditary in families with immunodeficiency and autoimmune
disease. Monogr Allergy 20:106-115 (1986).

178. O'Keeffe S, Gzel A, Drury R, Cullina M, Greally J, Finnegan P.
Immunoglobulin G subclasses and spirometry in patients with
chronic obstructive pulmonary disease. Eur Respir J 4:932-936
(1991).

179. Kew RR, Fisher JA, Webster RO. Co-chemotactic effect of Gc-
globulin (vitamin D binding protein) for C5a. Transient conver-
sion into an active co-chemotaxin by neutrophils. J Immunol
155:5369-5374 (1995).

180. Piquette CA, Robinson-Hill R, Webster RO. Human monocyte
chemotaxis to complement-derived chemotaxins is enhanced by
Gc-globulin. J Leukoc Biol 55:349-354 (1994).

181. Metcalf JP, Thompson AB, Gossman GL, Nelson KJ, Koyama S,
Rennard SI, Robbins RA. Gcglobulin functions as a cochemo-
taxin in the lower respiratory tract. A potential mechanism for
lung neutrophil recruitment in cigarette smokers. Am Rev Respir
Dis 143:844-849(1991).

182. Kew RR, Webster RO. Gc-globulin (vitamin D-binding protein)
enhances the neutrophil chemotactic activity of C5a and C5a
des Arg. J Clin Investig 82:364-369 (1988).

183. Horne SL, Cockcroft DW, Dosman JA. Possible protective effect
against chronic obstructive airways disease by the Gc2 allele.
Hum Hered 40:173-176 (1990).

184. Schellenberg D, Pare PD, Weir TD, Spinelli JJ, Walker BM,
Sandford AJ. Vitamin D binding protein variants and the risk of
COPD. Am J Respir Crit Care Med 157:957-961 (1998).

185. Majori M, Corradi M, Caminati A, Cacciani G, Bertacco S, Pesci
A. Predominant TH1 cytokine pattern in peripheral blood from
subjects with chronic obstructive pulmonary disease. J Allergy
Clin Immunol 103:458-462 (1999).

186. Kemeny DM, Vyas B, Vukmanovic-Stejic M, Thomas MJ, Noble
A, Loh LC, O'Connor BJ. CD8(+) T cell subsets and chronic
obstructive pulmonary disease [Review]. Am J Respir Crit Care
Med 160:S33-S37 (1999).

187. Jeffery PK. Differences and similarities between chronic
obstructive pulmonary disease and asthma [Review]. Clin Exp
Allergy 29(suppl 2):14-26 (1999).

188. Keatings VM, Barnes PJ. Granulocyte activation markers in
induced sputum: comparison between chronic obstructive pul-
monary disease, asthma, and normal subjects. Am J Respir Crit
Care Med 155:449-453 (1997).

189. Lee E, Lindo T, Jackson N, Meng-Choong L, Reynolds P, Hill A,
Haswell M, Jackson S, Kilfeather S. Reversal of human neu-
trophil survival by leukotriene 8(4) receptor blockade and 5-
lipoxygenase and 5-lipoxygenase activating protein inhibitors.
Am J Respir Crit Care Med 160:2079-2085 (1999).

190. Hohifeld J, Fabel H, Hamm H. The role of pulmonary surfactant
in obstructive airways disease [Review]. Eur Respir J
10:482-491(1997).

191. Honda Y, Takahashi H, Kuroki Y, Akino T, Abe S. Decreased
contents of surfactant proteins A and D in BAL fluids of healthy
smokers. Chest 109:1006-1009 (1996).

192. Beaty TH, Menkes HA, Cohen BH, Newill CA. Risk factors asso-
ciated with longitudinal change in pulmonary function. Am Rev
Respir Dis 129:660-667 (1984).

193. Cohen BH, Bias WB, Chase GA, Diamond EL, Graves CG, Levy
DA, Menkes H, Meyer MB, Permutt S, Tockman MS. Is ABH
nonsecretor status a risk factor for obstructive lung disease?
Am J Epidemiol 111:285-291 (1980).

194. Cohen BH, Ball WCJ, Brashears S, Diamond EL, Kreiss P, Levy
DA, Menkes HA, Permutt S, Tockman MS. Risk factors in
chronic obstructive pulmonary disease (COPD). Am J Epidemiol
105:223-232 (1977).

195. Higgins M, Keller J, Becker M, Howatt W, Landis JR, Rotman
H, Weg J, Higgins I. An index of risk for obstructive airways dis-
ease. Am Rev Respir Dis 125:144-151 (1982).

196. Vestbo J, Hein HO, Suadicani P, Sorensen H, Gyntelberg.
Genetic markers for chronic bronchitis and peak expiratory flow
in the Copenhagen Male Study. Dan Med Bull 40:378-380
(1993).

197. Abboud RT, Yu P, Chan-Yeung M, Tan F. Lack of relationship
between ABH secretor status and lung function in pulp mill
workers. Am Rev Respir Dis 126:1089-1091 (1982).

198. Horne SL, Cockcroft DW, Lovegrove A, Dosman JA. ABO, Lewis
and secretor status and relative incidence of airflow obstruc-
tion. Dis Markers 3:55-62 (1985).

199. Kauffmann F, Frette C, Pham QT, Nafissi S, Bertrand JP, Oriol R.
Associations of blood group-related antigens to FEV1, wheez-
ing, and asthma. Am J Respir Crit Care Med 153:76-82 (1996).

200. Linden M, Rasmussen JB, Piitulainen E, Tunek A, Larson,
Tegner H, Venge P, Laitinen LA, Brattsand R. Airway inflamma-
tion in smokers with nonobstructive and obstructive chronic
bronchitis. Am Rev Respir Dis 148:1226-1232 (1993).

201. Pratico D, Basili S, Vieri M, Cordova C, Violi F, Fitzgerald G.
Chronic obstructive pulmonary diseaseis associated with an
increase in urinary levels of isoprostane F2alpha-lI1, an index of
oxidant stress. Am J Respir Crit Care Med 158:1709-1714 (1998).

202. Smith C, Harrison DJ. Association between polymorphism in
gene for microsomal epoxide hydrolase and susceptibility to
emphysema. Lancet 350:630-633 (1997).

203. Snider GL. Chronic obstructive pulmonary disease: risk factors,
pathophysiology, and pathogenesis. Ann Rev Med 40:411-429
(1989).

204. Burrows B, Knudson R, Cline M, Lebowitz M. Quantitative rela-
tionships between cigarette smoking and ventilatory function.
Am Rev Respir Dis 115:195-205 (1977).

205. Khoury M, Beaty T, Newill C, Bryant S, Cohen B. Genetic-envi-
ronmental interactions in chronic airways obstruction. Int J
Epidemiol 15:65-72 (1986).

206. Stanescu DC, Rodenstein DO, Hoeven C, Robert A. 'Sensitive
tests' are poor predictors of the decline in forced expiratory vol-
ume in one second in middle-aged smokers. Am Rev Respir Dis
135:585-590 (1987).

207. Silverman EK, Chapman HA, Drazen JM, Weiss ST, Rosner B,
Campbell EJ, O'Donnell WJ, Reilly JJ, Ginns L, Mentzer S, et
al. Genetic epidemiology of severe, early-onset chronic
obstructive pulmonary disease. Risk to relatives for airflow
obstruction and chronic bronchitis. Am J Respir Crit Care Med
157:1770-1778 (1998).

208. Tobin M, Cook P, Hutchison D. Alpha-1-antitrypsin deficiency:
the clinical and physiological features of pulmonary emphy-
sema in subjects homozygous for Pi type Z. A survey by the
British Thoracic Association. Br J Dis Chest 77:14-27 (1983).

209. Sproule B, Cox D, Hsu K, Salkie M, Herbert F. Pulmonary func-
tion associated with the Mmalton deficient variant of alpha 1-
antitrypsin. Am Rev Respir Dis 127:237-240 (1983).

210. Silverman EK, Province M, Campbell EJ, Pierce J, Rao D. Family
study of alpha 1-antitrypsin deficiency: effects of cigarette
smoking, measured genotype, and their interaction on pul-
monary function and biochemical traits. Genet Epidemiol
9:317-31 (1992).

211. Horne SL, Tennent R, Cockcroft DW, Cotton D, Dosman J.
Pulmonary function in Pi M and MZ grainworkers. Chest
89:795-799 (1986).

212. Larsson C, Eriksson S, Dirksen H. Smoking and intermediate
alpha 1-antitrypsin deficiency and lung function in middle aged
men. Br Med J 2:922-925 (1977).

213. Koyama H, Geddes DM. Genes, oxidative stress, and the risk of
chronic obstructive pulmonary disease [Review). Thorax
53(suppl 2):S1O-S14 (1998).

214. Smith CA, Harrison DJ. Association between polymorphism in
gene for microsomal epoxide hydrolase and susceptibility to
emphysema [See Comments]. Lancet 350:630-633 (1997).

215. Backman KS, Greenberger PA, Patterson R. Airways obstruction
in patients with long-term asthma consistent with 'irreversible
asthma." Chest 112:1234-1240 (1997).

216. Omenaas E, Bakke P, Eide G, Elsayed S, Gulsvik A. Serum
house-dust-mite antibodies and reduced FEV1 in adults of a
Norwegian community. Am J Respir Crit Care Med 152:1158-
1163 (1995).

217. O'Connor GT, Sparrow D, Weiss ST. A prospective longitudinal
study of methacholine airway responsiveness as a predictor of
pulmonary-function decline: the Normative Aging Study. Am J
Respir Crit Care Med 152:87-92 (1995).

218. Weiss ST, O'Connor GT, Demolles D, Platts-Mills T, Sparrow D.
Indoor allergens and longitudinal FEV1 decline in older adults:
the Normative Aging Study. J Allergy Clin Immunol
101:720-725 (1998).

219. Jeffery PK. Comparative morphology of the airways in asthma
and chronic obstructive pulmonary disease. Am J Respir Crit
Care Med 150:S6-S13 (1994).

220. Nadel JA. Obstructive diseases: general principles and diagnos-
tic approach. In: Textbook of Respiratory Medicine (Murray J,
Nadel JA, eds). Philadelphia:WB Saunders, 1994:1245-1258.

221. Fahy JV, Corry 08, Boushey HA. Airway inflammation and
remodeling in asthma [Review). Curr Opin Pulm Med 6:15-20
(2000).

Environmental Health Perspectives * Vol 108, Supplement 4 * August 2000 741



WALTER ET AL.

222. Mclean AN, Sproule MW, Cowan MD, Thomson NC. High reso-
lution computed tomography in asthma [Review]. Thorax
53:308-314 (1998).

223. Gelb AF, Zamel N, Hogg JC, Muller NL, Schein MJ.
Pseudophysiologic emphysema resulting from severe small-
airways disease. Am J Respir Crit Care Med 158:815-819(1998).

224. Hudon C, Turcotte H, Laviolette M, Carrier G, Boulet LP.
Characteristics of bronchial asthma with incomplete reversibil-
ity of airflow obstruction. Ann Allergy Asthma Immunol
78:195-202 (1997).

225. Collard P, Njinou B, Nejadnik B, Keyeux A, Frans A. Single
breath diffusing capacity for carbon monoxide in stable asthma.
Chest 105:1426-1429 (1994).

226. Knudson RJ, Kaltenborn WT, Burrows B. Single breath carbon
monoxide transfer factor in different forms of chronic airflow
obstruction in a general population sample. Thorax
45:514-519 (1990).

227. Stewart RI. Carbon monoxide diffusing capacity in asthmatic
patients with mild airflow limitation. Chest 94:332-336 (1988).

228. Pecora W, Bernstein IL, Feldman DP. Comparison of the compo-
nents of diffusing capacity utilizing the effective alveolar vol-
ume in patients with emphysema and chronic asthma. Am J
Med Sci 256:69-80 (1968).

229. Williams MHJ, Park SS. Diffusion of gases within the lungs of
patients with chronic obstructive pulmonary disease. Am Rev
Respir Dis 98:210-216 (1968).

230. Gelb AF, Zamel N, Hogg JC, Muller NL, Schein MJ.
Pseudophysiologic emphysema resulting from severe small-
airways disease. Am J Respir Crit Care Med 158:815-819
(1998).

231. Gottlieb DJ, Sparrow 0, O'Connor GT, Weiss ST. Skin test reac-
tivity to common aeroallergens and decline of lung function.
The Normative Aging Study. Am J Respir Crit Care Med
153:561-566(1996).

232. O'Connor GT, Sparrow D, Weiss ST. The role of allergy and non-
specific airway hyperresponsiveness in the pathogenesis of
chronic obstructive pulmonary disease. Am Rev Respir Dis
140:225-252 (1989).

742 Environmental Health Perspectives * Vol 108, Supplement 4 * August 2000


